The effects of reduction products of misonidazole on Chinese hamster ovary cells.
Electrolytic reduction of the hypoxic cell sensitizer, misonidazole, was performed under hypoxic conditions at a controlled potential of -800 mV relative to a standard calomel electrode, High performance liquid chromatography (HPLC) separation of the reduction product(s) of [14C] misonidazole yielded two radioactive peaks, a major one containing 70 to 80% of the total activity and a minor one, containing 20 to 30%. A six hour hypoxic exposure of Chinese hamster ovary cells at 37 degrees C to a 1 mM equivalent of unseparated reduction product(s) resulted in less toxicity than a similar exposure to misonidazole alone. The corresponding cellular uptake and binding of reduced misonidazole was the same under aerobic or hypoxic conditions, but up to an order of magnitude lower compared to a hypoxic misonidazole exposure.